アンチトロンビン活性の低下は肝腫瘍の進行を促進する by Iwako, Hiroshi
➨ ྕᵝᘧ

ㄽ ᩥ ᑂ ᰝ ࡢ ⤖ ᯝ ࡢ せ ᪨ 

༤ኈࡢᑓᨷศ㔝ࡢྡ⛠ ༤ኈ㸦 ་Ꮫ 㸧
Ặྡ ᒾᏊ ᐶ
Ꮫ ఩ ᤵ ୚ ࡢ ᮲ ௳ Ꮫ఩つ๎➨ ᮲➨ ࣭㡯ヱᙜ
ㄽ ᩥ 㢟 ┠





୺  ᰝ   ᩍᤵ   ᷓ㻌 ᒣ  ⱥ ୕       ༳

ᑂᰝጤဨ   ᩍᤵ   Ᏻ ஭    ᘺ              












࡛㸪⾑₢ AT పୗࡀ㸪⫢⭘⒆ࡢⓎ⑕࡜㛵㐃ࡍࡿ࠿ྰ࠿ࢆ᳨ウࡍࡿࡓࡵ㸪⾑₢ AT ప್࣐࢘ࢫࢆ
⏝࠸࡚㸪ࢪ࢚ࢳࣝࢽࢺࣟࢧ࣑ࣥ㸦DEN㸧࡜ᅄሷ໬Ⅳ⣲(CCl4)࡟ࡼࡿ៏ᛶ⫢㞀ᐖ࠿ࡽࡢ⫢⭘⒆ࢆ
ㄏⓎࡋ㸪ATࡢᢠ⅖⑕స⏝࡜ᢠ⭘⒆ຠᯝࢆ᳨ウࡋࡓࠋ
ATప್࣐࢘ࢫB6;129-Serpin c1tm1㸦⾑₢ ATάᛶ್⣙ 60%㸧ཬࡧ B6wild type࣐࢘ࢫ⾑
₢ AT άᛶ್⣙ 120%ࢆ⏝࠸㸪⏕ᚋ 6 㐌┠࡟ DEN ࢆ 10mg/kg㸪8 㐌┠ࡼࡾ 2㐌㛫㛫㝸࡛ 60
㐌ࡲ࡛ CCl4ࢆ 0.5ml/kgࢆ⭡⭍ෆᢞ୚ࡋ㸪⫢⭘⒆ࡢⓎ⑕ࢆẚ㍑ࡋࡓࠋࡲࡓ⫢⤌⧊ࢆ⏝࠸㸪⫢⣽
⬊Ṛࡣ TUNEL ἲ࡟࡚㸪Cleaved caspase-3 ࡜ KI-67 ࡣච␿ᰁⰍἲ࡛㸪⅖⑕ࡣ⾑Ύࡢ Il-6 ࡜
TNF-aࢆ ELISAἲ࡛㸪⫢ዲ୰⌫ᾐ₶ࡣዲ୰⌫࢚ࣛࢫࢱ࣮ࢮᰁⰍ࡛ホ౯ࡋ㸪ࡉࡽ࡟ 8-OHdG(8-
hydroxy-2-deoxyguanosine)㸦㓟໬ࢫࢺࣞࢫ࣐࣮࣮࢝㸧ࡣච␿ᰁⰍཬࡧ⫢⤌⧊࠿ࡽ㹂㹌㸿ࢆᢳ
ฟࡋ ELISAἲ࡟ࡼࡾ ᐃࡋࡓࠋࡲࡓ㸪ᛴᛶᮇ㸦⏕ᚋ 6㐌┠࡟ DENࢆ 10਺/਻㸪8㐌┠ࡼࡾ 2








࠾ࡼࡧ ALTࡣ᭷ព࡟㧗್࡛࠶ࡾ㸪⾑Ύ IL-6࠾ࡼࡧ TNF-aࡶ᭷ព࡟ஹ㐍ࡋ࡚࠸ࡓࠋࡲࡓ⫢⤌





࠸࡚ ATࢆ⭡⭍ෆᢞ୚ࡋ㸪⫢㞀ᐖࢆ᳨ウࡋࡓࠋATప್࣐࢘ࢫ࡟ AT䠄500U/kg䠅䜢 ᢞ୚ࡍࡿ
࡜㸪ᢞ୚ᚋ 24᫬㛫࡛⣙ ATάᛶ್ࡣ 142%࡟ୖ᪼ࡋ㸪3᪥┠࡟ࡣඖ࡟᚟ࡋࡓࠋࡑࡢࡓࡵ㸪AT
ࡣ㐌 3ᅇᢞ୚࡜ࡋࡓࠋATᢞ୚⩌࡟࠾࠸࡚⾑Ύ AST࠾ࡼࡧ ALTࡣ᭷ព࡟పୗࡋ㸪⾑Ύ IL-6࠾
ࡼࡧ TNF-aࡶ᭷ព࡟పୗࡋࡓࠋ
㐣ཤࡢሗ࿌࡛ࡣ㸪AT ࡣዲ୰⌫ࡢάᛶ໬ࢆᢚไࡋᢠ⅖⑕స⏝ࢆ᭷ࡍࡿ஦ࡀሗ࿌ࡉࢀ࡚࠸ࡿࠋ
ᮏᐇ㦂࡟࠾࠸࡚ࡶ㸪DEN ࡜ CCl4 ࡟ࡼࡿᛴᛶ⫢㞀ᐖࣔࢹࣝ㸦10 㐌࡛ࡢ≛≅Ṛ㸧࡛ࡣ㸪AT ప
್࣐࢘ࢫࡣ wild type ࡟ẚ㍑ࡋ㸪⫢㞀ᐖ㸪⫢⣽⬊Ṛ㸪⅖⑕ࡀቑ㛗ࡉࢀ㸪AT ࡢᢞ୚࡟ࡼࡾࡑࡢ
⫢㞀ᐖ㸪⅖⑕ࡀ㍍ῶࡉࢀࡓ஦ࡼࡾ㸪AT ࡣᢠ⅖⑕స⏝ࢆ᭷ࡍࡿࡶࡢ࡜⪃࠼ࡽࢀࡓࠋࡲࡓ DEN
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㸰 ࣐࢘ࢫⓎ⒴ࣔࢹࣝ࡟࠾ࡅࡿ adenoma࡜ carcinomaࡢ㚷ู
㸱 ⮫ᗋ⫢⒴ᝈ⪅࡟࠾ࡅࡿ Anti-thrombinάᛶపୗࡢせᅉ
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